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(ii)*sff£HK&&8§^ 
^$§2000-256358 
(P2000 -256358A) 
(43)&H 0 ¥*£l2*p 9 M 19 B (2000. 9. 19) 
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(54) i&wozm M^/-mm> 



(57) «£lE*r) 

TE-ttst (I) X-*^5f7/-;« 



X:-NR L CO-, -CO-NR K -NR !-S 
02-3U4-SO 2-NR x - 

Y :|ft6\ "CO-, HS«T^*W>-, X«Htt« 
A : -OH, -0-(£$7/l'3Vk£.U : -F;^?>iIft£H 



(I) 



t 



(2) 



#P^2 0 0 0-2 5 6 3 5 8 



IS**l] (I) f*^5f7y-/Hi 

[ffc lr 




-•/^arM/p, -o-tmr/u*,^ -COOH, 

9 y y /k 

<t ^iS^fS^T n Jgco 2 tfS, 

X :-NR !-CO-, -CO-NR -NR 1-S 

02-3U2-SO 2-NR !- 

R 1 : -H, -OH, -ISMr/l"**, -OHg&T/U 
Y -CO-, -{ggSTVl^UV-, 

a :-oh n -oHfiar/u*/uaut-F*»5)jwisn 
?^y'y/K fr/y*. ^-tJ-yyyK f-r^ryy 

ti5^7-BTy-/^^©SSr^-t- 0 ) 

[is*gi 2 ] tt^jf i fagj© f 5 y-^^flcxia^- 

[if 3 J ft -fcjf i §s«© t" 7 

[lBKtf>i¥*Bifc!ftlJ?] 
[0 0 0 1 ] 

[£*J:©fiJJS3JF] *8HHt, EX. 
ft HI te^tt * •> A ^ > ^kt> m 5 |$ ffitt^ 

* ^Scaife#i±* a ^ ^ id gg-j- 

[0 0 0 2] 

ft#C a 2+ Sfit?riJi L-C^e>nTl>5nifedipine«P08S 
'l;{ife#ttCa2 + ^ + >^ (WTVOCCiB&fE-f 




5) Pa»*»4*ffittttigttYkKStL-C«IIW^ffl**S 
•f> ^«i-(4VOCC^cDCa 2+ ^A«^ifffe 

^^j^****^^*. Ho t h ibi±E««^y 

:#tt^4^A^+>^ (Ca" + rel 
Ca 2+ channel ; g^TC R A C C t 

tore-dependent Ca^ + channel) £ t>(^|fix^) 

*«ffiK»4#«5W!fe-C*>5*t>*^LTV>S. (Pflugers 
Arch., 430, p315-22 (1995)) . CRACCI4«i» 
h n f-xf |s (j. Biol. Chem., 270, 
P29-32 (1995)) * »£^T©*tttt||ttfc#SE* 

(J. Immunol. , 155, p285-96 (1995)5.15 Br. J. P 
harmacol. , 144,p598-601 (1995)) , 

[0003] iS¥t<eor, mam®® y v^mmm 

X-hZy-ffyzf (tenidap) Offffl«ff©-0|:CR 

A C c msstt^s & 5 m»m 6 jWc Sitfc r i: j»» 6 (Ce 

11 Calcium 14, pl-16 (1993)) , C R AC CPfl§!£|2 

(Am. J. Physiol., 269, C733-8 (1995)) &tAk,£;ftB 
JS (J. Biol. Chem., 270, pi 69-75 (1995)) 

ZflXi$<9 (Am. J. Physiol., 261, C889-896 (199 
D) . CRACCPl*^^^©^^^^^ 

[0004] »c % *^>>^AaEAifl»*siiwaJi*©» 

2) »*fe*»«i-Sri:t»«#Sit-ri8 9 (Br. J. P 
harmmacol. , 133, p861-8 (1994)) , CRACCP1#H 

$ ti 5 MgttjMgft v o c c x-mm 
f*ifisi->5J>.mmamibft^ cRAcci4K#t^^r 

b&*DbtlX\,^, S,T, VOCCWUCRAC 

^5. ifi¥CRACCH#^Sr#f-5fl:^.fc^<o 
;Hfi££h,-a3!), Ry'il4 4 04 24 9 

m\ WO 94/0043 5*^«|i|12- (3,4-i^t K 

b-w y*/ y/v) $ K^i«fl£^ga^$tiTv> 



(3) 



2 0 0 0-2 5 6 3 5 8 



3 0 ±tz. X$k (J- Pharm. Exp. Ther. , 257,p967-971 
(1991)) \Z\t, 5-7;/-1-[[3,5--;^db-4-(4-^ 

o^y/^ /i>) y x. t ^/w]-ih-i, 2,3-Fyr/c- 
A-io /utf** $ \tff c r a c c HftfftB 3 

10 0 0 5] 

£ $ *vt 3 C R A C C PISflUB 3 f fc-g*©3W? 
ttlcBBLTttWMrft3*iT:iae>l\ vocci:Mt5 

cracc sK&mttB s v % 3 ft 6« «. * tm& 

3a*Wffi*v3CRACCPl^SlK mz> VOCCtC 

»uTCRAcca«tto»v^©«i»isaa*nr 

^3. 
[0 00 6] 

ACCffi.Sf^ffl^*-t3ft-g-fe©ai^*m\ t£*fE*Q 
roc R A c CPI^JPJ i (4£ < fi?Jg^mi--r 3 f 7 /-A* 
^&#®HfcCR AC CSSflMl SmPTU £fcVOC 

c c*H-3 c r a c Cji^ttfc &#-e$>3 r h £ILffl t 

i±JBI«rtfofc (PCTUlSS-t JP98/0458 

3) . **h**m\ Xfcr rotf 
mw&m (toe-hbss:*. -y-a-c-^s*^® 

AU *©CRACCia#f^ffl©»WSrffofcf:r5. 
TlB-ftSt (I) T-^HSfc-g-fe^ .fcflSftfcCR 
ACCPA^f£ffi£*-f3rt£ji 1 tHU *«WSr^U 

[0 0 0 7] Wfc**9itt, T!2-/&5£ (I) r^Sft 

/l">5fAi|S;|±ift#tt*/l,-/9Aft^ (CRAC 
C) fiaFjWfc:|flf-5. 

->^n7/^/K -0-H7/^/K -COOH, 

-co o-fflr/^/^t/-^n y yj^a* e> 4 5» 

X:-NR L CO-, -CO-NR K -NR ! -S 
2-NR 1 - 

R 1 : -H, -OH, -(Siftr/^^/K -O-fijftr/U 



Y : ££\ -CO-, -fgjf&T/l^U:/- 
A: -OH, -OHSftr/l/#/l/Xtf-F*»?>a*iSJx 

nrU-/K fiU Y#3B^©ttlt Ate, iS&Tfr 

s*vy/K ^Ti/y/K ^r^r/y 

tb^^-rnry-/^^S«r^-r 0 KTI^flu ) 
[0 0 0 8] 

[«H0jttt®#s] jut, ^ssntr^MicKnrs. 

A 1 kj , tfflRT'fr^l'ls} £ r-Aik-J % T/N 
T/i^-zi'j fcLTtttr^/U, l-^p^/K 1, 2 

fr\ bi,x\*^-frmw*.L\<\ *fc* ri&jgr^ 

r^P^yjgfJ tlTH I, Br, FMCltfc 
LTfi, R»S3Bl8i(0^n7/WCfc!) > 

[0009] r^oi^w>j fct-as, »*t<tti, 
2, 5-^/wT*fo^ 0 r*m*u<tt2 7ss3i»aaB 

^fo7!)-/H £ ^oBft LTO, S 

XttNJR-^ fc l 7!;^ 5 m&&+ Z> 5 75^7 HIHtiS L < 
« 2 751 3 S^I^f p 7 y ^>o »4L< 

tt, ^-/K ^y/K trny/K -r^y/y/u, t 0 ^ 
yy/K f-T*/Vfl>s ^yf7/U;K ^-drf-^y/K 
-ry^f-yy/w rh^/y/K hyr^y/K ^r^ 
7/y/K t'y^/K t°7v?=/K fy^^/K try 
^^=./k t^^/K 4 is fry jy^yh'Vfr, s< 



(4) 



0 0 0-2 5 6 3 5 8 



^yy/K ^ydrf-^/K 79 *^/y 

S*V[l, 2-a]t°y^/K fcT?$V [2, 3-d] 
fc°y^n/K 4H->f^/[4, 5-d] fT/y 
/K t°nn [2, 3-b] try vvWT'fe5 0 :ti^s 

/K r^t Ko^r; y/K v/t Kndp-y ^ 
/K 2, 3, 4, 5-ff7t Kn-1H-1, 4-^< 
Wi^Tiffc^/K 1, 4-v?t Ko-2H-3, 1- 
^O^^rf-^n/K 4, 5, 6, 7-r^7tKn^ 

S*rl75M5flWtTV^TfcJ:< % r^lMtLT 
I2> »4L<«\ -A 1 k, -{&$T/^~/K HSR 
TVl^^/K -Hal, -NR-A 1 k-NR' R" 

(r^"CR, R' , R" tt*ft«v-HXtt-A 1 k£ 
***-5o KTEM*. ) > -NR- (-A 1 kti»S 
hTV^TtiV^MMMWl) , -NR-A1 k- (- 

ai k^JKftSjiTV^f>J:v^«j|MBiiai) , -nr 
- (-nr ' r" ■cuiftSii'rv^rtiv^i/^or^* 

AO , -NR' R" , -NO 2, -CN S -OH, -O 
-A 1 k, -O-CO-A 1 k. -SH S -S-A 1 
k, =O v -COOH, -COO-A1 k, -CO-A 
1 k, -CHO, -CO-NR' R" N -SO-A1 
k. -SO 2-A 1 k, -SO 2-NR' R n , - (-A 

T-nry-zK -0-gftS$r^LTV^t>J:V^g^ 

TPry-/K - (-nr' R" T*g»£*iT^T*><fc 

/{g«T/i^/K -0-^n^/£i7/^;K -A 1 
k-NR' R\-A1 k- (-A 1 kT-g&£ix-CV> 
■Ct<tV^S*ftftg8) , -Al k-OH^bi«#^ 

[ooii] r^^igfiAstj t urn, arc 

fny^n/K ^f^Vyy^/K t 4 7/y^;K fc° 
^<y^/K f^v^/K ^tf^7^-/K ^e^y 

^/ut Kn-i, 4-f7'^;K rh7t Kd 
t°y>?/K 1, 2, 3, 4-th7t Kn^y^yy/i/ 

«t< fi275M3m^^7 L nr y-^j fomit^ 



^nry^vj {£*Sit5E»££L"CJa, -A 1 k % 
"HaK-NR' R\ -^Dy;li7/^;K - 
N02, -CN N -OH, -O-A 1 k, -SH, -S 
-A 1 k, -COOH, -COO-A1 k, -CO-A 

toi:*, xtA«iI*«*+5. (I) 
0>#*U*flrfMfci LTtt, D^tf^/y/ug^ ih 

fL<lilH-t'7/-/Wl^;K*fc^ 

t°7^/y/K «p^3, 5-t** (by7;vto^f;u) 

- 1 H- tf 7 1 --f A'-CfeS t°7 /URafft; 

Tf2l, 4-7ai^U^^ XtLTtt-NHCO- 

(R) (S) *©**JlttflC3»#ftL5 5. 

[ooi2] *%mit$m ( i ) i4, ntft jpisxtto* 
y m % t°^^K, ^> 

7^_ yU ^^ 

^f/vr^y, x^/-/u7 

[0013] (Sifttte) **Wft^»Xr«.<?!)»||^«J 



(5) 



12 0 0 0-2 5 6 3 5 8 



y (wu t s) ^ % rp: 

ynthesisj x %2W£& 




[0 0 14] #Tlc«S9Hb£< 



Sot f; k ?r on) 




Y-A 



N 




B- 



COOH + R 1 NH-Y-A 
(IV) (V) 



(M) o 
0 




Itt3 (I I) Xtt (V) T**;fc5T 5 

* (i i i) xtt (i v) t^^Hs^^yin^ 

(I-l) Xfi (1-2) £*#3#&t£>5 0 r<&8ii 

Il)Xtt(IV) 14, aM*^#>-KXtt*<BRj£tt 
Sl^flc-efciJ, gfcttSfMM** LTti\ #J*tf, S£*n 
y h\ B^n ^ K^<D&/N7-r K ; g£T^ K ; *9 J- 

jn^^y — /k l-t Ko^s/^^y h y T/— /K 

?>^)SJCSttKtSfff4miSOfe©*:fflv^d\ X»4HK6K 

5J££ta4, SJ^^KSf-, N, N' -^V^D^dr^ 
XM^aK^-fSK (DCC) , 1- (3-^>f;U7-;; 
y^ntVu) -3-^/V*/U/-K^-f 5 K (WSCD) , 
O-^^Z h !) 7/-^- 1 --fywiQ N, N* , 
N' -T V? t^/V^v^ ^Adr||7yl i in*7 7 7 

Ra, 




R aMR b(4HXJ4A 1 k fc^f. ) 

(vi) -z&ztiz{£&to<D*h>\z 

7/U*nT1r?7Wtl4, th^A> h**>h\ f h y 

h\ r/io&y&jRt Ky k, r^/^y^-^A, mx 

y7^n»iHf) ^^/-/K x*y— a\ l, 

3-^f;^^/9v?y-2-ty (DM I) , T 



-h (HBTU) ^©»^»J©ff&TlCSJC*'&Srt 
##*U\i Sfr&KUloTtt* N-t Kndrv^^^W 
(HONSu) , l-tKn^W/hy7/ 

(hob t ) ^o«n^J^Dx.T^^^o 
KfkKJ^f4^&^<t0fT9ri:^T#6o 
[0 0 16] RJCI4-«SC (II)XW: (V) T^^tb 
5T§>«»*i:-tt* (III) Xlt (IV) 

h7t Kd77> (THF) x x-fvK 

(DCE) % ^on^, N, N-v?>^/U 
*^A7? K (DM F) , ftiif;u s Tirh-hy/U 
^©«J£*ldTfT*>h,3 0 EJE^I4£j£Eia£fc<0ffl£ 

ft, hy^/isT eyi/y, fayy, N, N- 

[0017]^2» M 



(I-2) R 



-A H)RbNHNH 




HF, DMFWI^, -7 8 , Ca>fc*P!&&S«ETt?£ 

Pi. ^i^C0^, SKV^4^^x«^A (IV) ^V^n 
^^^^A (IV) y-ny K> ^nyh!J7 

^> SKtM4*i^ii"CRJC$^Sr ir(C<fcOfTp :t#t 

[0018] Xjtf-so 2-NR 1 "^L<fi-NR ! - 



&£©#i$ET, XJi##£TT\ DMF, Tir hv, 2 

[0019] (JR¥Hfr£tt©S&) ±E«3tft«)JWBHk 
ft**0-»4PCTUH (J P 9 8/04 5 8 3) £ 
[0 0 2 0] ±!E€-K£lr J: 9 «&*lfcK££jgfttt, 

jsmit^-m, ■?-©*£, 7Kft!Kl^)5v^^4#a©g ! jgfpifei 

[00 2 1] 

[3§^©2b3i] **«ft:^iSE3giafigfe©Stt^i 

UT^"ffl-Cfc5c 'Itf-CRACCSSf^fflS.t^I L-2 
*4«l«ffffl«r*Urj3 9. CRACCPlS^JXfil L 
-2K*a»»JtLr^T*>5 0 CRACC^ 

ffl*. Jffjfc, HKffi, §§g|iy*^, &g&B9fl; 

wm<oimms.*> cracc^l<«i l-2 

[00 2 2]-*, CRAC CHmttMtt*tXK*tt- 

^rffl-c-ifcSo cRAccffi#jw»*E«i»ia f 
<eM^{cfe^T^3£®t;ic:ii#t-5«iBj!a©ettft^«jsij 



#112 0 0 0-2 5 6 3 5 8 



[0023] sxt. *ftmft&to<n>mmftn*!mi- s 

(l)CRACCifff 

*/V->^*t*felfura-2 (1„M) £n- 
KUfcJurkatSwa (6x1 oVm 1 ) Sgjffijfc 1 0 0 m 
1 £3-?i/U-4'(C#j£L.fc9 6 pcc/u. -^^n^U- 

1 pM)£^t^>**¥»£jgSigi 0 0 m 1 

^/H^anfS r t x-m& l, Ssin 3 o ft'&\zmim. 

f34 0nm/50 0n m^Jrt^IigiSg 3 8 0 n m/ 

&tt (R) fcfffflLfc. ro^jfifittgtffl^tfi, 3g 
Htr{^ia©#fiLi&v^4rffli,N^siw^-c^||g^ 
Ofi***taiftU e*»3ttJ:5f u r a-2S3t 

[0 0 2 4] »^*;V->->Agg|i2 5^M^^-y^ 
^^^jS9a{-«fcoT#t 5 nfcft*S^3tSigH: (Rm 
a x) , 5^M^t/v^-»+i m M EGTAflM 

KAoTftfcixfcJR/hKiSSftSfittJt (Rm i n) , B> 
&&&3 8 0 n mIg^fOA;V->!) 

* (S b2) t£bTfm&&&3 8 0 n magBf ©#;l^> 

^^<5fBlfe^©^3ta^ (S f2) «9 ti-^SCJc »9 

nmX.:MMftJ}/l>i/i?J»®g ( nM ) = 2 2 4 X[(R 
-Rm i n)/(Rma x-R)]x[S f 2/S b2] 

bJvfc#8fiffiii|S#ST©iSlflart^/>->>?^SS 

!?^Affi*(CRACCa#)*^*«>5 0%©CRA 

ccRi*^-r^a ( i csoffi) zmuiLfZo 

^*B:A#4CRACCiaSJStt^uri3!>, #*L 

[0 0 2 5] (2)VOCCffi#f^flifcjH-5a*?tt 
*^->|?i,jt,Tf3£feif ura-2 (ljiM) Srn — 
KLfcPC 1 2-h 577 (2 X 1 0 6 / 

m 1 ) gsSfgl 0 0 (i 1 £#?=/HfiK:#&Lfc:9 6 9 

«»*WI45)(J<l:i OOrnM KCl (£*&£, 5 0 
mM) Z'Sts'^f^ipggmMW. 1 OO/i I Sr#|>i/u 

z t tiffls l, mo 20 &mzmi®&&; 3 a 

0 n m/ 5 0 0 n m*J «fct/iafi«S 380na/500 
nmic:J:oT#?)H5 2o©S3t»aj:9S3feSS*Jt 



LT, VOCCPlg#ffl<£> I C50fiS£r££tti U CRAC 
(3) I L-2M«ISffffl 

JurkatlfflJia^fflVNX, S. Clare Chung??, Br. J. Phar 
macol., 113:861-868(1994)|e©£0^ffi{^oT^ IL-2 

(D&HL^it&yD<D I C50fSfi, 0. 1 ^MH7f*)c 

[0026] xmw^m ( i ) ^[4r^t>osai^ 

(i) 

ii^FHticfflv^*^ mmmmft. mm, 

m, mm, mi, mm. *&xmm^&z>mu&5-, x 

mmm. mm. m&mmm. w&Wkwm, m&m 
&mmz a 5 #m p Hciitfe o x t <t 

[0 0 2 7] ««tJ:5lPM«fc»ffll««i 
ttlt^, fcfct>fc^©*J»4*WM, fljttfSL 

AM, Mxfi^fT y ygv^->->A© J: 5 4««WJ 
[0028] gP&^WfcfccD^Sj&feli, MMtoic 

&®£tiz>fLMM, mmm, mm, ^v-m, ^y 

m<&M, mmi^^Lx^xhx^ 
TKttw^^j, mil, •uHMtrMr?-*. 

;ty 5 fcffi&ift, ^?/-fi<o£ o^T^= 



Ifrffl 2 0 0 0-2 5 6 3 5 8 



T*'<y*?lsm to&of&fflm 

5rt#!-Ct5o 0H;U42;*Q0? p HSISiJ, BSJSik m 

0. 001^f,50mg/kg, ff^KliO. 01~ 
2 Omg/k g<d5iiaT?*>9, 1131^355^(42 
75M4lHU^ttTft4-r5, ^KS^-SixSm^-fi, 1 
B CDS^-fiiW:, frmSfciOgjO. OOlHlOmg/ 
k gisaat. 1 B 1 B75£**fc:#ttTS:%t- 5. S 
^S-§-W#g-l4 1 0 wS^-Stt, ftSSfC9^)0. 0 0 
l^SOmg/kg^ISf, lHllsrai®^ 

[0 0 2 9] 

[HJfe^J] KIT, HiS«Hc:S<3#*3fiWSrJ!K:ffiWK:Si 

4- [3, 5-fX (H)7/WtB>f/W) -lH-f 
7V*-/W1->C^] T-y> (I5mg) i^np 
p<^>- (0. 5ml) WS-g-lfet, 2, 1, 3-^0"/ 
tJft^7-/-A'-5-*;^=/^D UK (11m 
g) t h y ^/WT 5 > (8m g) SrJKSdJD^., I£f 

A-CftjftUfcft. mi£TX'1&ffiLX, 4' - [3, 5- 

tr^ (by p( ^/u-) - 1 h- f 7 y— ^- 1 - 

-TaO -2, i, 3-^y^t#e;7 > /-/w5-* 

/UK*?- y K«:#fc. 

*J£F!l2 

4- [3, 5-t'^. (H)7*tn>f;l') -lH-t° 

7'/-/wi--f^] r-y> (7m g ) ttry^> 

(lml) <DW>-£-m^ ft7xy-2-A;«x/l-? 
ni)K(llmg) §rJ0x» SJS.t?i^«# Lfc. SJC 
JS^^^nn^^y^iDxfc^, l *^7K^-fk^- h y -7 
ATKgfK-Cft^Ufco Wh a t ma n|±ffi| P T F E 7 

ffiTT*^ffiL-C, 4' - [3, (M)7;i^tn 



(8) 



$f?M2 0 0 0-2 5 6 3 5 8 



2-*A/***iiy K*r#fc. 
[0 0 3 0] nte#j 3 

3, 5-^f;WV#/- /U-4-#/U#:/gfc 
(1. 35 g) t^nn^y (i5 ra i) 

t*fy^DUK(0. 9 2ml) SOTMF 
(0. 0 0 1ml) ZMlkto^ SflT4l*IB305>a 

^> (5m I) £AP;ifc& N iJ£7tfiiLfc B #?>ti 
fcgK£4\ 4- [3, 5-fcT* (hy77^n>^/W) 
-lH-t 0 7y-;Wl^;v] 7^!)y (2. 0 2 
g) > h]Jxf;V7> y (i. 5ml) , Jff^na 

(2 0ml) (7)g^fe(C, *»t-cjsda, sa-c 
2«rB»i$Lfc 0 BtiSWUZhy=7-A>7*> (0. 9 5 
ml) Srinxfcm, iiatra^Lfco RJ6««:*?& 

"/U-4-^/U^V® (3 8 6mg) s 2MMFy/U*n 
y K (0. 22ml) N (4ml) RTf 

DMF (0. 0 0 1ml) <0&&foi:Mx.1t'&s 
4BiH8H*Lfc 0 EGWfchyrt^vvTS:/ (0. 95 

ml) trimifcflL £&fcS»-Ctt«»H*Lfco Si^ffi 
Kftga^vl, (2 00ml) tK> 

fc. »&hfcH*t=*y^t*©a#»K**blMS 
bbLT, 3, 5-^f;W4' - [3, 5-t** (h 
!J7;vtn^;V) -lH-^^-l-^/v] -f 

y^-b-y— /u-4-#/i^>ij-~y k (2. i4g) & 

5-7;utB>f>K-/W2^;^y8 (11m 
g) , t 4 ]jyy (0. 00 7ml) % DMF (0. 00 
0 5ml) MTHF (0. 2ml) (Z)^C V 
T, f*^n]JK(0. 005ml) »i 
■C3 0*MBW*Lfc. S«?«^4- [3, 5-tf* (h 
y ^^u) l H-t°^ y*— ;W l --Y^] y 

(15mg) (0. 2ml) m&ZlN 

fcm, i h y ftfpftjfc*cciR 

fL «ffi7t*«LT, 5-7Aofn-4' - [3, 5 

->r/^] -i h->t ^ k— /^-2-^^drf-ziy k£ 

[0 0 3 1 ] 3aS0J 5 

4- [3, 5-fc** (h y ^/U^-n^^/u) -i H-tf 
5 1 -^ ;V\ y (2. OOg) tfttt^t 

T*^ (20ml) OS^iC, tK#T\ >f y^^f>| 
(1- 17g) iWSCDttlttd. 8 2g)&JH& 



Oml) trip*., ifi-C»«WPLfc 0 KJSiRlCTHF 

(10ml) SrJDx., ant-rsPHDsods^L^fi. 

^f^nfVS (0. 5 0g) iWSCDMfi (0. 
7 8g) £jJO;t, SbfcMT2BI«W$Lfc. SJC* 
iCHOB t (0. 2 8g) SrJPx., 4 0tT'5^l3 0 
»UH$Ufc«. >f y^a^-^R (1. 6 7g) iWSC 
(2. 6 0g) ^inx, S6>fc»C3BIB« 
#Lfc. KfcWi\Z7l<i ( 1 0 Om 1 ) SrJnx, 

oomi) fc*#u 4&£g[ 
(5mi) tipxfca, WET-es 

»*»*lt^bif«S*ur, 4* - [3, 5-tr* (hy 
yA'X-ntf-A') -iH-t 4 7y^-i-^;i'] y 

^izi^^T^y KtUHK (1. 9 4g) fcfc&BMfoa* 
[0 0 3 2] 3gftft|6 

4- [3, 5-b** -lH-t° 
y^-;u-l^/u2 T~y> (2. OOg) N 2-2 
np-4^f;l/i3fy8(i, 2 0g) MDMF 
(2 0ml) (DWL&m^^ *#T\ WSCD&^S 
(1. 4 3g) trJD*, 1^2 0HFWtfco KJES 
*^T> WSCDttUtt (0. 7 2g) SriD*., 

^■/i/==2^^» (o. 3o g ) «rjpi %i *5>jcaaaTM 

(0. 7 2g) Srlp*, fflTCl BflMM*Lfcf|, WS 
CDESfefi (l. 43g) , HOBt (1. lOg) J 
t;2^Pi3-4->f/l/-nfy| (i. 20g)£ 
*P*> 4bfc*Jft-?3BBU«*Lfco SJCJSic* (l 0 

omi) ^&ii8xf;^aaiLfc 0 ata 

= 10:1) flULfcll, =^y-/ui:7kofi^»jK 

[3, 5-fcT* (H7/^n^/W-lH-t°7y' 
-^-i->f^ ^.n^^T^y KJSKi& (0. 7 5 
g) tifeftttliltftfc. 

[0 0 3 3] 7 

4- [3, (h!J7^tD^f;V) -1 H-b° 

^/-/^i-^/u] 7^yy (2. oog) % 3-^ 
ooft7sy-2-^/Kyi (l. io g ) SOT 

MF (2 0ml) ©fi-frttK, *ftT, WSCDSIta 

(1. 4 3 g) MHOB t (1. 1 0 g) SrHIiWJD 
*, «fi"C2 0B«maH*Lfc. SJ6«*c:. tK^T, ws 
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$f?$2 0 0 0-2 5 6 3 5 8 



CDttRig (0. 72g) SrJPx., SffiTMI$IB«#L 

(0. 3 3g) SriOi, *?>fc*ft^l BIB«#Lfc Q 
EJ6*fc* (1 0 Om 1 ) ZMz., &Mfctftixfyl/ 
■caHJLft. ttffitt*:*, lMM, 7k, !Sfn£i£7k 

fcflK «JET"?SH6Lfco »fe*i3tattt^>y*y/u* 

= 7/i>=4 : 1) -Ctt»Lfc«, y-^tfcO&ft 
»HCd»fe2iaWIS*UT, 3-^p-4'-[3, 5 
-tf* (h!)7;vtn^f;l/) -1 H-t°7/-;v-l 
-^A'] f L ^7rc>-2-*/^^r^y K (1. 7 8 

g) trtftlWIibttfc, 

nmms 

4- [3, (h!)7;vto^^v) -lH-t 9 

7/-/Wl^^ T^U^ (I5mg) , 5->^ 

;i/ft7xy-2-^;^yS (9mg) Xtftry^v 
(0. 3ml) (Dlg-frm^ -2 0 C CT% **5/i£ft;y 
^ (0. 0 0 6ml) ^iOx., -20ttmp«l 

fc. B£tt***^tta?, ±&®*mm^;i<x*mtiiL 

[3, (HJ7;Vtn^f/V) -lH-t°7^ 

— A-i-^/u] ^^^^>-2-^/^>i^^y K£ 

Wfc. 

[00 3 4] 9 

5^fyW2-f y ^/^^n^^/u^^^-3-^7/1^ 

(1. 5 8g) . hy^/WS> (l. 4m 
1) WDMF (2 0ml) ©fi£*fc, HBTU 
(3. 3 4g) SrJO*., fflt3 0»BWLfc. SIS 
fK£4- [3, (MJ7;Utn^f;>) -1H 

-^/-a-wai r^yy (2. oo g ) 
aa-c4 0nM»Lfc«, sftttic* (i 50m 

&fn^St*3t^- h y 9 &?q£i£7kTii#; 
WETTMBLfc. }|^f:»i/y^yW7A^ 
= 4 : 1) T-«»Lfcf£, |»xf^in^ty© 

-4' - [3, 5-fcT* (by7/Vtn^f/U) -1H 
-t°7^-l^/l/] 77^-3-^/v^fxy 
K (2. i3g) Sr«fe«M*fitUT#fc 0 

[0 0 3 5] 1 0 

[3, 5-tf* (M7/>to^f/V) -lH-tf?/ 
— /U-l — f/U] zirj^^T^y K (2 2mg) N ^/U 
*yy (87mg) , mmXVtJ* (I4mg) 



y^yW;v3-;v (o. 2m l) tf>a^»£\ 10 

0t)T3^WLf:c SJ£«fCl, W*yy (4 4m 

g) s ^K*y £a (i 4mg) ^rin^, i o ot-ei 

^^nn^^Slf;. :^^CPS-i soc 
yanate (Argonaut Technolog 
i e sf±£k 1. 6 4mmo 1/g) ?r^P^ N T§ffl<D* 

BET-eWiu-c, e-^yy-4' - [3, 5-tr 

* ( }> y 7Aod-n^/lx) -1 H-fcTy)/— /U-1->T 
A] -n^^T^y K*r»fco 

[0 0 3 6] HJS« 1 1 
II1S«|9 tB»0*ft^Lfc^f /u 6- (N- 
{4- [3, 5-fcT* (hy7/Vtnyf/U) - 1 H- 
t7^-l-^^] ^7/W<^e^;l/) i = 

h (4 3mg) , l«J»IMt^hy!>A*WK 
(lml) fttfl, 4-i?**^> (1ml) OjR^ft 
M^T- 1 WFRIfttt Lfco SJSK^ l a©e»4:JiPx. 

Rj£»o«tt«ri6tt ( P H2) l:Uc 
«JBETT*1, 4-^**^^fc«*Lfc. tffffiLfc 
IMttl, JtBET-C^Ut, 6 

- (N- {4- [3, 5-fc-* (Fy7;^cyf;v) 

[0037] ±B«>m[«iW«fcL-C!IB«2-6te 

B«CLT, Xtt, *ixfeCS«#Kew<o«=F©«tt 
^SfflUT, *A»C«3t**tSo *+«T«)»*«, E 
x : ; Sy : Kigfc (*^ttfl3SEHifi«l©#*«r 

RJSLfc**:*^. ) ; Dat : «afl^WttK (F : FAB- 
MS (M+H) + ; M : BbSFC] ; (d) : ftM ; Nl : NMR(D 
MS0-d6, TMSrtSBSW) <T)Wm)V-l? 6ppm ; HI : T 
1SHPLC£# 1 ^ ©HPLC±<D«#l$ra [&} ; H2 : T1EHP 
LC&# 2T^HPLC±C0«^fM E J[^]) ; TFA : h ]) yjVyt 

HPLC^W=1 : ^77^ :Wakosil-II 5C18AR, 4.6x30mm, 
^tB&5 : 254nnu * =7 J»&& : 35^, «3S : 4. OmL/mi 
n, : 5mM TFA^ 9 J — /HSJK/5mM TFA**}R=10 

/90 <Omin> -100/0 <7. 5min: Stfft4afi> -100/0 <8. Omin 

>o 

HPLC*#2 :Wakosil-II 5C18AR, 2. 0x30mm N 

^ttJ&S: : 254nnu * 7 : 35^, «i§ : 1. 2mL/mi 

ru SSIffi : 5nM TFA> 9 J -A'SSK/SmM TFA^^^=10 
/90 <0min> -100/0 <7. 5rain:B:^I£> -100/0 <8. Omin 
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H1.-4.83 
F:442 
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M:136-138 ; 
N1:7.25(1H, d, J=5.3 

Hz), 7.96(1H, d, J 

=4.9Hz) 
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Hl<i4.92 
F:406 
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Hl:4.92 
F:420 




Me 
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Nl:2.36(3H, s), 2.58 
(3H, s) 
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N1:2.42(3H, s) 
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Hl:5.39 
F:457 


10 




Hl:4.35 
F:486 
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JO 
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M:170-172 ; 
N1:8.19(2H, d, J=5.9 
Hz) 
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Hl:5.18 
F:445 


6 


XT 
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M:162-163 ; 
N1:7.44(1H, d, J=7.8 

Hz), 8.02(1H, d, 
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M:133-135; 
N1:7.67(1H, s) 
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Hl:4.49 
F:390 


13 
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M:212-213; 

N1:7.01-7.03(1H, m), 7.81-7. 
84(2H, m), 8.43-8.44 (1H 
, m) 


24 


7 




Hl:4.40 
F:408 


14 


9 




M:154-157; 

N1:7.60(1H, dd, J=7.9, 4.9H 
z), 8.15(1H, dd, J=7.8, 2. 
0Hz),8.57 (1H, dd, J=4.9, 
1.9Hz) 


25 


7 




Hl:4.37 
F:391 


15 
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A, 


M:189-190; 

N1:7.90(1H, dd, J=4.9, 1.5H 
z), 8.03(1H, d, J=1.0Hz), 

O /ITT J T C OTT— \ 

8.65 (1H, a, J=5.8Hz) 
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Hl:5.20 
F:440 


16 


6 


A*. 


M:169-170; 

N1:8.58(1H, t, J=2.0Hz), 8.9 
4(1H, d, J^6Mz) 2 , 5 ^ ( 

1 T_T J T 1 f>TJ™\ 

1H, d, J=1.9Hz) 


27 
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Hl:4.12 
F:418 


17 
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Hl:4.18 
F:451 


28 
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Hl:3.72 
F:415 


18 
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Hl:5.14 
F:433 


29 
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Hl:5.22 
F:468 


19 


9 




Hl:3.93 
F:439 


30 


9 




Hl:5.10 
F:467 


20 
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SMe 


M:169-170; 

N1:7.29(1H, dd, J=7.8, 4.9H 
z), 7.98(1H, dd, J=7.8, 1. 
5Hz),8.62 (1H, dd, J=4.9, 

1.5riz) 


31 
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Hl:4.11 
F:451 


21 
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Hl:4.99 
F:406 


32 
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Hl:5.06 
F:439 


22 
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F:483 


33 
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Hl:4.11 
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' Hl:5.58 
F:484 
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Hl:4.95 
F:468 


50 
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Hl:3.85 
F:439 


35 
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Hl:6.53 
F:619 


43 
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Hl:5.51 
F:451 


51 
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Hl:4.85 
F:434 


36 
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Hl:4.26 
F:416 
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44 
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Me 
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Hl:4.28 
F:417 


52 
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Hl:4.93 
F:434 


37 
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Hl:5.61 
F:510 


45 
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Hl:5.52 
F:451 


53 
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N0 2 


Hl:4.60 
F:435 


38 
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Hl:5.04 
F:448 


46 
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Hl:4.48 
F:417 


54 
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Me 


Hl:5.40 
F:418 


39 
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Me 


Hl:5.02 
F:435 


47 
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Hl:3.45 
F:415 


55 
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Hl:5.03 
F:416 
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Me 


Hl:2.98 
F:404 
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Hl:4.76 
F:420 


56 
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Hl:4.34 
F:484 
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Hl:4.80 
F:435 
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57 
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F:453 
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Hl.4.55 
F:498 


67 
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Hl:5.47 
F:460 


76 
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Hl:3.81 
F:527 


59 
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Hl:5.12 
F:439 


68 
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Hl:4.70 
F:435 


77 


10 
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Hl:4.94 
F:482 


60 
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Me 


Hl:5.58 
F:453 


69 
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Hl:5.20 
F:466 


78 


10 




Hl:4.51 
F:486 


61 
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Hl:6.04 
F:460 
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3 5 8 


79 
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Hl:5.12 
F:502 


62 


6 




Hl:5.43 
F:493 


71 
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Hl:5.28 
F:469 


80 
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Hl:4.83 
F:544 


63 
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F:451 


81 
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Hl:3.66 
F:470 


64 
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F:417 
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Hl:5.94 
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F:456 


104 


3 


Me 
CI Me 


Hl:4.96 
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F:482 
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88 
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Hl:5.86 
F:534 


97 
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H2:5.89 
F:459 
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Hl:4.39 
F:417 


89 


6 




Hl:3.78 
F:433 


98 


9 
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H2:6.58 
F:535 


107 


6 




Hl.-4.94 
F:451 


90 
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Hl:3.67 
F:427 
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H2:4.48 
F:454 
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F:535 
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F:480 
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H2:4.87 
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H2:5.62 
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H2:6.58 
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F:544 
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10 
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F:527 
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10 




Hl:4.74 
F:486 
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0 
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Hl-3.65 
F:513 
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Hl:4.02 
F:470 
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(51) Int. CI. 7 WMffi* 

A 6 1 K 31/415 6 I 3 

31/42 6 0 2 

31/425 6 0 2 

31/435 6 0 5 



F I 

A 6 1 K 31/415 
31/42 
31/425 
31/435 



6 1 3 
6 0 2 
6 0 2 
6 0 5 
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31/505 
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C0 7D 231/12 C0 7D 231/12 E 



231/16 231/16 

401/12 401/12 

401/14 401/14 

403/12 403/12 

405/12 405/12 

409/12 409/12 

409/14 409/14 

413/14 413/H 

417/12 417/12 

417/14 417/14 

471/04 1 0 6 471/04 1 0 6 C 

1 1 4 • 1 1 4 A 



F^— 4C063 AA01 AA03 AA05 BB01 BB02 

BB09 CC22 CC26 CC29 CC34 
CC42 CC51 CC57 CC58 CC62 
CC67 CC75 CC76 CC78 CC79 
CC81 CC92 CC94 DD04 DD06 
DD10 DD11 DD14 DD15 DD22 
DD26 DD29 DD51 DD58 DD61 
DD75 DD81 EE01 

4C065 AA01 AA04 BB05 BB09 CC01 
DD02 EE02 HH01 JJ02 JJ04 
KK02 KK04 LL01 PP09 

4C086 AA01 AA02 AA03 BC36 BC39 
BC41 BC42 BC48 BC54 BC60 
BC62 BC67 BC69 BC71 BC73 
BC75 BC79 BC82 BC85 BC88 
CB05 CB09 GA02 GA04 GA07 
GA08 GA09 GA10 GA12 MA01 
MA04 NAM ZA15 ZA36 ZA40 
ZA45 ZA59 ZA66 ZA68 ZA75 
ZA81 ZA89 ZA96 ZB02 ZB05 
ZB08 ZB11 ZB13 ZB21 ZB26 
ZC50 ZC54 



(72)3^# mm 

(72)«9I# KM & 

R#*o<wrm«]*»£2i \uzftm%m 

(72)*W# W 
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